Tolerability and kinetics of intravenous medifoxamine in healthy volunteers.
Medifoxamine is a new antidepressant drug which is in clinical use in France and is undergoing clinical investigation elsewhere. We have carried out a study of its tolerance by the intravenous route and have investigated its kinetic parameters by this route. Twelve healthy volunteers received single ascending intravenous doses of medifoxamine 5 to 10 mg. The subjects were observed for changes in haemodynamic and other vital signs. Serum samples were analyzed using a specific HPLC method. Medifoxamine was well tolerated by all volunteers. Its kinetics were described by a two-compartment open model with an elimination half-line 1.2 h, systemic clearance 1299 l/min, volume of distribution 1321 l and urinary excretion of parent drug less than 1% of the dose. One subject had high serum concentrations and low clearance when compared with the other subjects. This may have been due to genetic differences in drug metabolism, as this subject was found to be a poor metabolizer of debrisoquine.